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The request for the extension 
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Claims included in the prosecution are 22-41 
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Double Patenting 
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Applicant's arguments have been fully considered, but are not found to be 
persuasive. First of aU, it should be pointed out that claim 22 recites the surfactant (claim 
25 further limits the surfactant). Applicant argues that presence of surfactant is not 
relevant and that the claimed surfactant is not a stabilizer for the active. This argument is 
not found to be persuasive since the examiner did not state that the surfactant is the 
stabilizer. The claims in 697 patent recite polymers (see claim 12) which include both 
synthetic and natural polymers such as gelatin (a polyamide) and polysaccharides and 
instant claim 38 lists these polymers as stabilizers. Irrespective of their function, the claims 
in both the patent and instant application recite the same compositions with obvious 
changes, 

3. Claims 22-34 and 40-41 are rejected under the judicially created doctrine of 

obviousness-type double patenting as being unpatentable over claim 12 of U.S. 
Patent No. 6,277,404. Although the conflicting claims are not identical, they are not 
patentably distinct from each other because instant generic liposomes encompass 
the liposomes recited with size ranges in the claims of said patent. 
Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant once again argues that there is no suggestion in the cited patents to 
incorporate in the vesicles an active compound together with a compound for inhibiting the 
degradation of the active compound. This argument is not found to be persuasive since as 
stated before (and above) although the disclosures in said patents do not specifically , 



State 
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that the polymers and polysaccharides recited as 'stabilizers' the claims in the patents 
recite the active agents and the same polymers and polysaccharides. 
The rejections are maintained. 



Claim Rejections - 35 USC § 102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 
that form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in 
K^d sTates"" ""^ ''''' "^^'^ of applicatLTr pi:; In the 

5. Claims 22-28, 32-34 and 40-41 are rejected under 35 U.S.C. 102(b) as being 
anticipated by CA 2133421 of record. 

The Canadian patent discloses multi lamellar vesicles containing stacked bilayers 
and made from both ionic and non-ionic surfactants. The vesicles contain either 
hydrophobic or hydrophilic active agents and also contain a polymer (polyacrylamide) 
(note page 2, line 12 through page 3, line 11, page 7, Examples and claims). 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant while agreeing that the Canadian reference is directed to vesicles of 
the same type as those presently claimed, once again argues that the stabilization of the 
structure of the vesicles by reinforcing their rigidity with a polymer and that this is purely 
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a physical effect and that there is no disclosure or suggestion of stabilizing the active 
substance which is incorporated in the vesicles by incorporation of a stabilizing agent. This 
argument is not found to be persuasive; the examiner once again points out that the 
rejected claims are composition claims and the reference teaches the same polymers as in 
instant claims (see the paragraph bridging pages 2 and 3 and instant claims 37 and 38). 
^- Claims 22-31, 33-34 and 40-41 are rejected under 35 U.S.C. 102(b) as being 

anticipated by WO 96/31194 of record. 

WO discloses multi lamellar non-phospholipid liposomes containing surfactants, 
retinol, tocopherol, vitamin C and other antioxidants (note the abstract, pages 9, 10, 13 and 
examples, Examples 7 and 8 in particular). 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant pointing out the figure 1, once again argues that the reference 
teaches classical multi lamellar liposomes containing an interior medium, whereas the 
liposomes of the invention include an aqueous medium which alternates continuously with 
the lipophilic medium In response to the examiner's position that instant claims do not 
distinguish over the prior art, applicant argues that the claims have been amended and the 
amendment reciting "the regular stack of concentric bilayers" distinguishes the instant 
product from the prior art. It is unclear how this amendment distinguishes instant product 
from prior art since the specification on page 6, lines 7-9 recites the same limitation for 
multilamellar vesicles. According to applicant at this location, "Onion-structure 
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multilamellar vesicles are in the form of regular stack of concentric bi-layers going from the 
very core of the vesicle to the periphery''. As pointed out in the previous actions, While it is 
understandable that instant vesicles are different from multi lamellar vesicles, the instant 
claim language does not distinguish instant product over the prior art multilamellar 
vesicles. 

7. Claims 22-27 and 33-41 are rejected under 35 U.S.C. 102(b) as being 

anticipated by Munechika (5,662,931). 

M unechika discloses multi lamellar liposomes containing lecithin, a surfactant and 
enzymes such as urokinase. The liposomes further contain, stearylamine and cholesterol; 
the liposomes also contain proteins and polysaccharides as stabilizers (note the abstract, 
columns 2-3, Examples). 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant's arguments that Munechika's are classical liposomes are similar 
those put forward for the rejection of claims over WO 96/31194 reference and hence the 
same response is applicable. Applicant's arguments (based on Muhechika's citing of a JP 
references as prior art) that in Munechika, the degradation of active agent is during the 
preparation and that there is no disclosure of inhibiting degradation of the active after the 
formation of the resulting liposomes are not persuasive since according to col. 3, lines 8-11, 
the proteins and polysaccharides are present in the composition as stabilizers. Applicant 
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argues that it appears from col. 2, line 60 et seq., that tocopherol is used to stabilize the 
lipid and not the active agent. This argument is not found to be persuasive since tocopherol 
is a known anti-oxidant and it would prevent the oxidation of the active agent irrespective 
of the nature of the active agent which is prone to oxidation ( see page 14 of instant 
specification which recites the same principle). Secondly, by stabilizing the lipid making up 
the bilayer and thereby making the bilayer membrane leak-proof, the tocopherol indirectly 
prevents the active agent from chemical degradation by external factors outside the 
liposomes and instant claim language does not exclude this indirect stabilization. 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented 
and the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. Claims 22-41 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

CA 2133421 or WO 95/18601 in view of Munechika (5,662,931) cited above. 

As pointed out above, the Canadian patent discloses multimalellar vesicles 
containing stacked bilayers and made from both ionic and non-ionic surfactants. The 
vesicles contain either hydrophobic or hydrophilic active agents and also contain a polymer 
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(polyacrylamide) (note page 2, line 12 through page 3, line 11, page 7, Examples and 
claims). What is lacking in CA is an explicit teachings of including a stabilizer for the 
hydrophilic drug or enzyme along with the drug or enzyme. CA also lacks a specific 
teaching of the hydrophilic drug to be an enzyme. 

As pointed out above, WO 95 discloses multi lamellar liposomes, a method of 
preparation forming first a lamellar liquid crystalline phase and adding water. The active 
agents include vitamins, hydroxy acids and others (note the abstract, page 5, examples, 
Example 10 in particular). What is lacking in WO is an explicit teachings of including a 
stabilizer for the hydrophilic drug or enzyme along with the drug or enzyme. WO also 
lacks a specific teaching of the hydrophilic drug to be an enzyme. 

Munechika discloses multi lamellar liposomes containing lecithin, a surfactant and 
enzymes such as urokinase. The liposomes further contain, stearylamine, cholesterol and 
an antioxidant. Munechika also discloses the incorporation of polymers such as albumin, 
dextran, gelatin and others as stabilizers (note the abstract, columns 2-3, Examples). 

Encapsulation of a stabilizer such as albumin, gelatin or a polysaccharide along 
with a drug in the multi lamellar vesicles of CA or WO would have been obvious to one of 
ordinary skill in the art since Munechika teaches that these polymers stabilize the drugs 
such as urokinase. 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant's arguments with regard to CA and WO have been fully addressed 
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above. Applicant's arguments that Munechika does not cure the deficiencies of the primary 
references since cholesterol, dextran, gelatin and albumin are not chemical stabilizers are 
not persuasive: the reason being that contrary to applicant's arguments, the reference of 
De Rosier cited of interest before, clearly teaches that albumin is a known stabilizer for 
enzymes. Applicant argues that the examiner's assertion that albumin is a known enzyme 
stabilizer is not completely correct since the teaching of DeRosier is that it is necessary to 
combine a polysacchairide with a protein (albumin) to obtain a stabilizing effect. This 
argument is not persuasive since the examiner cited this reference to show the stabilizing 
effect of albumin on enzymes whether it is in combination or by itself. Albumin by itself is 
well known to stabilize to enzymes. The examiner cites the following as interest. 
US 5,582,698 which teaches albumin stabilizes glucose oxidase (note coL 15, lines 35-36); 
US 5,516,647 which teaches that albumin stabilizes alkaline phosphatase (note col. 23, lines 
18-20); 

US 5,075,216 which teaches that gelatin stabilizes DNA polymerase (note col. 7, lines 37 and 
38); 

US 4,495,285 which teaches that albumin stabilizes urokinase (col. 1, lines 55-56); 

US 4,366,243 which teaches that albumin stabilizes glutathione synthetase (note col. 3, lines 

14-17); 
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10. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 

time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than 
SIX MONTHS from the mailing date of this final action. 
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11. Any inquiry concerning this communication or earlier communications from 

the examiner should be directed to G.S. Kishore whose telephone number is (703) 
308-2440. 

The examiner can normally be reached on Monday-Thursday from 6:30 A.M. to 
4:00 P.M. The examiner can also be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, T.K. Page, can be reached on (703)308-2927. The fax phone number for this 
Group is (703)305-3592. 

Communications via Internet e-mail regarding this application, other than those 
under 35 U.S.C. 132 or which otherwise require a signature, may be used by the applicant 
and should be addressed to [thurman.page@uspto.gov]. 

All Internet e-mail communications will be made of record in the application file. 
PTO employees do not engage in Internet communications where there exists a possibility 
that sensitive information could be identified or exchanged unless the record includes a 
properly signed express waiver of the confidentiality requirements of 35 U.S.C. 122. This is 
more clearly set forth in the Interim Internet Usage Policy published in the Official Gazette 
of the Patent and Trademark on February 25, 1997 at 1195 OG 89. 
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Any inquiry of a general nature or relating to the status of this application should 
be directed to the Group receptionist whose telephone number is (703)308-1235. 



GoU^nudi S. Kishore, Ph. D 
Primary Examiner 
Group 1600 



May 12, 2003 



